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(57) Abstract: A bile duct cancer cell proliferation inhibitor containing antiglypican 3 antibody as the active ingredient. It is prefer- 
able that the antiglypican 3 antibody has a cytotoxic activity such as antibody-dependent cellular cytotoxicity (ADCC) activity or 
complement-dependent cytotoxicity (CDC) activity. A diagnostic for bile duct cancer containing antiglypican 3 antibody. 
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mmm- 

>2. ^^)\f.ts>^. i5fUtf;^j>4cfecfct)Ci^U tf;^j>5) ^^i^^Ef^ H-hi^^'fg^ 
$tlTVi^o ;1(D:7t$ U— ©P«>>/t-J^. fcKl^-^rX (l?J60kDa) ®3T 

15 iJ7*un>';p:7;r^:7T5^s^;wy vi — )U (gpi) T>:^f— icj^DlfflJiamic|g'& 

7.^— (Drosophila melanogaster) ^M#^®^t^^X ij — :n > J: D , 
Dally (division abnormaUy delayed) jtfg'^T^'^'l^^^tl'r^S D ^ Dally© 

:^J> (grips) i^SIWISB^J (24~26%ffi|WI) §:t-y> 
U-5='^'>i^>'l/~A (ORF) ^^bTVi^^:^:/?>tt)/J)ioTV:>§o ^<Dt^^ 
dally >6tdpp (decapentaplegia) Ix-kT^iS^-m^i^fiSt-^fSfJ^it^:: 
i^l^$nT43D, ^(DZ.t^^^mflW]'W}(D^^^J t::^>/?)^TGF t BMP (Dv'i^:^ 

^-^'I^Ji^HT (EGF^ PDGF^ BMP2^ FGF^) (D\^^<-0:^^(D^mU±'f^ 
$n (Filmus, J., Church, J.G., and Buick, R.n.(l988) MoLCeU Biol.8, 4243- 
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4249) ^ mz^V}d:fy>yTS.^J—<D. 69kDa ©nT^>A^^^^o 

(Filmus, J., Shi, W., Wong, Z.-M., and Wong, M.J.(1995) Biochem.J. 311, 561- 
565) o t:hJc43^iT%. t M^W^J^D^^U tf:^r>3^n-F-r^jt{5? 
5 f)^. MXR-7 t bT^il^tlTVi^ (Hermann Lage et al., Gene 188(1997)151- 

156) o ^v\dio>3Jt-i-<>xv>mmmm'?-2t^>/^^-^>/'^^m^i^^ 
^ (Drnmrn'^cD^wj^mw-r^ ^ t7f)m^-^nx\^^^ (pma, a. et ai, 

(1996) Nat. Genet. 12, 241-247) o ilCDfga^f^, ^^'J t°;^3 > 3 b t)^A°^ 

^ nT*3 D (Hey-CH Hsu et al., CANCER RESEARCH 57, 5179- 

5184(1997)) , ^^)\£:^>i)^simmmRmmtvxi^mT^'^mmm 

(Molecular CeU(200l), 7, 811-822) „ $e>fc> m^^V > SimM'^mmm 

15 fjiEommmizM vxm^wwmm^miyx\^^^ ^ L-^m^^nx^^^ 

(WO03/00883> WO04/22739) o V-fy-^V^ti^B. ^* U If > 3 <7)flH WIS 

(DmM\z-c)\,^x\-±. ±<m^-^nx\^^m\ 

20 
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5 ( 1 ) ^^^)\iuy^ mif^^t^w^mmimmmmm. 

(2) ^if^)\±t}ysmftimmmmm^^^'r^ (d (Dummmmmmm 
mm. 

(3) mmmm'(Bmmmm\mm%'m (adco m^^rc\-mw^^mm 
M©^(cDc)?g'[4-efe§ (2) ®fli«i)s«fflssji«wj. 

10 (4) inif^) }d.t!>^mfi)mmmm±^ni)^m^\^rdm--r^-^^{i)(Dmm 
mmmmmmunu 

(5) ^m^=ej ^u-^)vi^w^-^^ (1) ~ (4) (Dmmmmmmmmu 

(6) m.m^\iVih^fc\t.^^^i\i^nr^%(D'is^^ (d ~ (4) m^^n 

15 :^^©m^Slffliaiimtfli0J^J^ 

( 7 ) tit^^ U tf > 3 irL#:S:#OT«|g^if^, 

(8) ^it#{:i0^bfctfLi^U tf:^j>3trL#:i, S^#lHT«$nfein:#:^ 
^t?;i<h^#ma:-r^ (7) ©fli^^^iff^. 

(9) ^rL{2^^^^^y^^-:^;^i^:#:T^§ (7) ^rc\t (8) ©M««if^> 

20 (10) m.^ u tf ^ > 3 m^^^mmi^mm^ v y . 

(1 1) ■^mzM:^\^fd^^^)\iti>2.mft.. mmmmr^mm^ntdm- 
^^t?^:<h^#m^-r^ (10) ommm^m^vv. 

(12) fla^-igm©Ji?it^Wi0JT^>^^'raboT. fla«^s#i;:tn:i^u tf:^ 

25 (13) mmm^wm'^^:h\im-h'o^. imi^i^ff ®^^u tf* > 3 ^ >Ai7 
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'So 

10 mZ^t. iri GPC3 ^#:^fflVifeIEm«©^S^feCDM:^^^-r^X-r^§o 
(W096/33735 ■^^#) X«^^^in:#: 4-228089 , V'^Xtrt 

^tm^zmm-^tifSii^-A^. ta^U fcf;?7>3trt#:^W^^K^^i:bT#tr;i t:«>W^b 

LTcfe D . imm t vx^m-c^^ z. t\tmzm^-^nT\^^^ 

(WO03/00883> WO04/22739) o 
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1. ^^V\d:ti>3ifii^ 

10 

z.n^m^o^^&yjmzi.rc^i'DX'^mv. n^n^^mmm^mnom^m'^ 
15 miz^^x'jkmcDmmmtm^-^'^. a#©xi7u-->/f?i{-j;D> ^eyi^n 

Si". tn:#:gi#©^f^^M^:bT^ffl$n§t:bi^U t!;^7>3^. Lage, H. 
et al., Gene 188 (1997) , 151-156 Izm^-^tlfc^^V > 3 (MXR7) itfS 

20 "i^yy^ /mnm^^m-r^z. nz^^xn^o TtsitD-^. ^^v}d:^y3^:2- 
]^'r^m.m^mm^<i>^(Dm^^^^-mz^A\^xm'^-^m^mm^mn^m 

:k\z. z.(Dmm:^^^)\itsy3^>nifn^mii'^WM.h\^xm^^^o ^^\-^\^. 

irL^^Uh°:^7>3trL#:5&tADCCO#ffl. CDC J::J:^f^ffl. iiMH^^ttOS^ 
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6 

:«^?±i3#ffit-§xfcf h-y75:e>t^^^^©xtf h-y&«bTfeJ;Vio «goT. 
5 2^^B.g©tii^Utf:^j>3tn:#:^f^Mt-^fc:se>0^t3:> tf:^>3^^±{C# 

ft^fo«^(DKjii^. Tii/X, ^^yh. , ^^Vif^'iziJ-^^. +f- 

10 }vmtimm^n^. 

Dfirfctl^o m^mzU. ^f^irtM^PBS (Phosphate -Buffered SaUne) 

ffivi^o iio^xD— vtt^i. <^^(Dm^ (Dmf^w^> mxvi. ps 

(P3x63Ag8.653) (J. Immnol. (1979) 123, 1548-1550) > P3x63Ag8U.l 
(Current Topics in Microbiology and Immunology (1978) 81, 1-7) ^ NS-1 
(Kohler. G. and Milstein, C. Eur. J. Immunol. (1976) 6, 511-519) , MPC- 
25 11 (Margulies. D.H. et al., Cell (1976) 8, 405-415) s SP2/0 (Shulman, M. 

etal., Nature (1978) 276,269-270) , FO (deSt. Groth, S. F. et al., J. 

Immunol. Methods (1980) 35, 1-21) , S194 (Trowbridge, I. S. J. Exp. Med. 
(1978) 148, 313-323) , R210 (Galfre, G. et al.. Nature (1979) 277, 131- 

133) mmmizmm-^n^o 
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^ «\ ^r— ^ — i S -x-r > e> CD^^i* (Kohler. G. and Milstein, C.^ 
Methods Enzymol. (1981) 73,3-46) mzmi^X^rO ^ tf)^'C^ 

(PEG) . ±>^^^^)vx (Hvj) ^>o^^^ffl$n. ^\zmm\zjzr)m-^mm 

^x.ti—'^mmzMvx^m.mm^i-ioiBtT^<Df)m^vi^\ mmm 
10 mm^izm\^^^^mmhvx\t. m^u. mm^j^u-'rmmMcDmmiz&mt^ 

n(Dmmm^mm-^mx$>y). -^^iz. ^^rn'Mssum (fcs) ^(Dimmm^m 
mT^^thx^^. 
mmm^it. mm^mm t^x. u-^mm t (DWrMm^mm^mm^x^ < 
15 u^\^^ '^ibB7x:mmiziam.vrcPEGmm m^it^i^^^miooo^eooom 
m.) 30-60% (w/v) (DmmxmMv. m^t^z.nz^^xwimt'r 

m>L^vx±m^m^'t^mi^^mvmtz.t\z^r)/\^^}j H-v(z>^*{c:$f^ 

'r^^t\z^v)mi^-^n^o ±.miiAT mmmxcomm^t. se^^i-r^A-f :/u 
]^-^u^(Dmm mm-^mm ^i^mT^(D\z-tm<^:mm mn. wnB-mm 

U >/N°Jt ^ in vitro Ti^ U If :^ > 3 fC^f^ U >/m^ h h ^^0)^^^ 
M®t hin:#:^#^iii:'feT#§ (#^¥ 1-59878 ■^^2;^^#M) o ti 
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^ tf ;^ > 3 ^^-^bxiii^^u > 3 m^m^mm^m^v. z.n^yfmt 

^Jkm^^ wo 94/25585 WO 93/12227 WO92/03918 ■^^fg> 

5 WO 94/02602 o 

15 3. mmpLmmf 

Vandamme, A. M. et al., Eur. J. Biochem. (1990) 192, 1990 #M) o 

20 tft^^U If > 3 :/U 6, ^^7^U tf 

>3tn:#:<Z)"pr^ (V) MJ^^3-F-r^mRNA^^ilf mRNA©#gifl. 

^7:=-z^>mM'b'^ (Chirgwin, J. M. et al., 

Biochemistry (1979) 18,5294-5299) > AGPC (Chomc2yns]d, P.et al.. 

Anal. Biochem. (1987) 162,156-159) ^tCj; Off oT^ RNA ^I^MU, 
25 mRNA Purification Kit (Pharmacia $i) ^^^ffl bT@e^© mRNA ^giSI 

T-S o ^fe^ QuickPrep mRNA Purification Kit (Pharmacia ®) Srffl \/^^ZL 

m^tvk mRNA f)^ ^mBm-wm^m^^xmi^ v m:®© cdna ^^mrr^o 

cDNA (D'a)^^^^ AMV Reverse Transcriptase First-strand cDNA Synthesis 
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iZit. 5'- Ampli FINDER RACE Kit (Clontech ^^ZSPGR ^m^^Tc 5'- 
RACE?4 (Frohman,M.A.etal.,Proc. Natl. Acad. Sci. USA (1988) 85,8998- 
9002, Belyavsky,A.etal., Nucleic Acids Res. (1989) 17,2919-2932) 

10 >^miz^x)mmT^o 

n^> mm<Dm,^mnmM (cmm) ^u-'i^T^BNA^^m-r^mM^^^ 

:$immx^m-^n^tfi^^v\i:^>3m^^mmr^\z\t. s^, mmi^^^ 
15 mmmmw$.. mx\-x. x>A>-y— , y''u^~^—(DMm<D%Lxmm.-t^<i:. 

DNA ^gij^ \zm^^i^ ^ — izu^j^/uxm^mf^^mmMM^^-^^x -h^^-^ 
20 V. $>^\^^tB.m^<i:z^'Lm^=i—]^'t^'DNA^m-'(DmM^^^—izm.^ 
^2.^T^&^«§Jl^Kfem$^i:TfeckVi (wo 94/11523 ^^^#M) o 

n^ssM (ir^6;^if-r>7c):^) ^:=i~}i'r^m.i^^(Dm^izmxvxm-^ 

^^fciibiZ. mM:-^)l^'€:>^h^>Xz^3i:=.y^^^\Z^mVX%^^^ (Ebert, 
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KM. et al., Bio/lfechnology (1994) 12,699-702) o 

4. ^^mt 

(Humanized) tn:#:^^fflT#^o Z-tlBCDtk^itim-^. U^(D:^m^m^^ 

\ih^in.mt. (reshaped) t h^#:^fe|5^$n> ^Itl^. t 

©Pt?L»ltl. M^^^'T'^X^#:cDtg1i'l4^^fI:^ (CDR; complementarity 
determining region) ^ t hirL#:©M'I4^^M^^^ttbfe%®Ta5 D . ^(D 

1 5 — ise^/^Kjtfs^mm^^^ e>nTVi ^ (i^cM#fFttiM^r?i#^ ep 125023 

^^fS^ wo 96/02576 •^^lg#M) o 

(framework region ; FR) t ^ ck O \zm9^ V Tz: DNA IB^J § ^ CDR 

20 :^ U iJ? F ^7°^-r bTffi V^T PCR miZ^ D ^^"T^ 

(W098/13388 ^^jkWz$'dm(D:^m^0M)o 

CDR^^bTSM^n^t hirL^(D>'l^-A'7-i7^i^^i, ^BIJffi^^M:^ 

25 :fett^:7l/— Ay— i7fMJ^(DT5ym^«^bTfei:l/i (Sato, Ket al., 
CancerRes. (1993) 53, 851-856) o 

^^^tfi^:sLn}iH[:^htri'm<Dcmm\z\t. }^hifii^(D'hmmm-^n. 

itumx^t. Cy1> Cy2. Cy3, Cy4&. L^-T^Ck. CX^mM-t^^ 
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5. mmmm 

ffitrL#:fe-^^n^o trL#:(D8lf>T-<i:bTt^, Fab. F (abO 2. Fv. 

1 Fab t^^fSi Fc ^^-r-g) Fab/c. ^Tcmm^VK ^iL^O Pv ^jt^ 
>^U>:^— Tig|§$i±fcv>^';i/^x-r>Fv (scFv) > diabody /"cC^d^^^tf S 

m^^^-\zmxvTzm:. m.^t^m^m^xmm-^'^^ mx\t. co,M.s.et 

al., J. Immunol. (1994) 152,2968-2976. Better, M. &Horwitz, A. H. 
Methods in Enzymology (1989) 178, 476-496, Academic Press, Inc.. 
Plueckthun, A. &Skerra, A. Methods in Enzymology (1989) 178, 476-496, 
20 Academic Press, Inc.. Lamoyi, E., Methods in Enzymology (1989) 121, 652- 
663. Rousseaxix, J. et al.. Methods in Enzymology (1989) 121,663-669. 
Bird, R. E.et al., TIBTECH (1991) 9, 132-137 #M) o 

scFv mf<DnmYmMt.j.mYmmtL ^m^^-r^ ^t.\z^m%^n^o 

scFv (c^v^T. B.mY mMLt.j.mymm-±. vy:^-. pf^LKi-i^y 

25 '^\^Vytl — ^i]'VTm^-^n^ (Huston, J. S. et al.. Proc. Natl. Acad. Sci. 
U.S.A. (1988) 85,5879-5883) o scFv izmf^ B.mY MM^^ZShmV MM 

:$immm\zmi^tvxmm-^nrc%<Dm^fn(DmmT^^x%^^\ vm 
m^mm-f^^^^ h u >:^j-<h ltj^. m:^ur s.ym 12-19 mm^&u^ 
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scFv ^n- DNA mtm^(D H H ^ V 

•So 

15 mi^(DmmmtVT. iaM^ttw-^^^j^ux^^i/^^^u^-jv (peg) m 

^zi^-^^x^^o :$^mm\z:33Vf^ mi^i \z\t. ^(D^^fsimo^mnt^-oi^x 

20 r^mm^wrr^tiz^-Dxm^^iifj^x^^o rj:^. itii^(Dmm:&mt:i(D^m 
iz^^^x-txizmiL-^nx^^^o 

■^^\Z. :$^mMX^m-^n^^m-±. — a#Stt^# (bispedfic antibody) 

m^mw^ommmmimmm^mmi'X^^^^ ^.com^. ^^)\its 
> 3 ^^mi.x\^^^mm\zm.wmmMm'\&.mm.^^m-^^mmmm\zwmm\z 
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5 trL#:O^MQfe^S«J«Jc:^e)nTVi§ m^\t. WO/0061739> WO02/31140 



4 Ji'TsWiMy'tl^ — ^ — X X >/\ >i^* — ( human cytomegalovirus immediate 
early promoter/enhancer) ^^tj^ § ZL b. ffi'X ^ -5 o 

T>':>^;U7.4o (SV40) #(D'>xr;V7.yn^— ^5^— /x>A>-y— . a&^v^t^ 

t:hxn>>>*— >-3>>'TiJ7^— la (HEFla) 75:<H©Bi?Li^m^*©:/D^: 

20 SV40 yD^-:$7—/x>/\>1j—^^fflT§«-a-t* Mulligan B(D:^m 

(Nature (1979) 277,108) HEFla yn^—^—/X>/\> 

S^ffl-r^^'&^lMizushima BOZ^m (Nucleic AddsRes. (1990) 18, 
5322) fcJ;D, ^M>izm^^mM^n^^hi)fV^^o 

—^mvf^^tf}^x^^o ia.cz -^^u^-^-^^m-r^m-^i-i Ward ^(D-^m 

(Nature (1098) 341, 544-546 ; FASEB J. (1992) 6,2422-2427) fZlJ^D^ ^ 
araB ^—-^f^ ^^M't^M^U. Better B (D-^^ (Science (1988) 
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240, 1041-1043) (dcfc D ^iit" ^ t^^-^^^o 

pelB v'^7^:^;I/iB^J (Lei, S. p. et aU. Bacteriol. (1987) 169,4379) ^ 

5 mm^m^^zu^rnvx (refold) mm^^o 

mmmmhvx\t. sv4o. #u:*— •7'>'f;i/x. T5^/'^-r;i/x. "^v-A-if 

U n >^ H h ^ >x :7 ^-^^ (APH) m^^. >^ >^:^-if (TK) it-fs 
10 ;^J^M^1^->^>^^^>:n>7}^X5^^U#v';^^^>X:7a:^-if (Ecogpt) 

jte^. v^bFa^mSTC^m (dhfr) jte^^^^t^;i<h:d^'T^^o 

ti?mv<\t. :^mmxmm-^n^mmt. mm.mmm. m^ucno. cos> 

V, BHK, Vero. HeLa »4'T^Ji$tl§o 

in vitro S^f^ in vivo "eig^LT g 65 <hf 

^mi^^m^^^^o m^mm,(Dmmwj^^(D-jjm\zm^n'Do mx\t. mmm 

20 tVT. DMEM. MEM> RPMI1640> IMDM ^^mT^^iiti^X^. ^Bl^ 

ikm (Fcs) mcDskmrnm^mm-t^^t^x^^o 
7. mi^omn. mm 

mB(D^oizm^. m^-^tiTztfimt. mm. m±W]mf}^BMhi^-\z^x 

A<^:bT. Hyper D, POROS. Sepharose F.F. (Pharmacia® mtimyf^tl 
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^^ty^^Zit\Z^r). ifiit^'^m. mU't^^tf)^'!:'^^ (Antibodies A 
Laboratory Manual. Ed Harlow, David Lane, Cold Spring Harbor Laboratory, 
1988) o 

5 

2^%^TffiM $ n^^#:cDtn:MM'a-?g (Antibodies A Laboratory 
Manual.Ed Harlow, David Lane, Cold Spring Harbor Laboratory, 1988) , U 
> H M-a (Harada, A. et al., International Immunology 

'10 (1993) 5,681-690) 0mM\Zit^ik^(D^^^^m'r^Z.t^^X'^^. 

ELisA mm^-^^m^m^mm) . eia mm^mmmm) > ria mm^^ 

20 9. mmmmm^ 

^^^mmizmm-r^mm-A. mmmmm^tvx. ADcc^gfes^c^coc^tt 

adcc mmt. x.yx.^^-mmtw.mmm,hifi^^)\^ij>3in.^^U'^h. 
ADcc (Dmm^m^^^t\zj:r,m^'r^^hf)^x^^. x^y^^^^-mmt 

z.f^t-c^^ mmmmhhxii-i}:! hjif-ism»HuH-7#©ti hmmm^m^^ 
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1 0 . ^(pmo^^^j tf ;^ > 3 mmmm. 

u tf;^7 > 3 \zm^^^mw^m\^^ z. t h-psmxm^o tf:^ > 3 iz 

i^^'T^i^Mizmmi^m^mm^m'^'^'iirciit^mfj^^^m^^^^^'fy^mxm 

-So 

:$:mm(Dmmmmmmmmmmu. m.mmmm(Dm^mmiz&^xmm. mz 

W^S-^»^^> —miZ'D'^itM Ikg abfc D O.OOlmg—lOOOmg (DmmXMU 
n§o cfe§(/it*> a^fefeO 0.01~100000mg/body ©^#«^MvS<^<h:^^^T^ 

■^m\zmm-^n^'h(Dxm3^\^\ 
:$imm(Dmmm\t 1 s i~ 3 -mm^z 1 b~ 7 hs^t§ c ^^^^ptibt^ 

'So 

mm\H^f3:^) TS#$n§;o^\ ^jc^^^n-r. j^-^^ js^tei^. 
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f}^-o XMMitT^ ^ hf)^X^ (Remington's Pharmaceutical Science, latest 
edition, Mark Publishing Company, Easton,7[€|lI) . E^65JcfF§$n§fi#: 

10 :^hU^7A. ^i7 5=->, ^5^;i/-fe;i/o-x. x5^;i/-fe;PD"X^ ^'^>^>:»^J^. 
x5^TU>m, t hjfiL?»T;i/:/5> (HSA) , ^>nh-;K y;nfh— ;k 

h-x> mmmmmtvxt^^^tL^^mmimmm^fibn^o 

TweenSO^ Tween20> if^^^^ t hJfiL?f T;l/:/$ >^^ilP;^7tfeCD§^fflt" 

20 ^^tf)^x^^o $>^^^\t. m-mmizmmnrnj^^-r^Mmt-r^rc^iaM^t^m 
vrc%(Dx$>^x^,i:.<. m^ttm(Drcii)(DmmM^vxii^s m^it. ^>xh 

25 2^^Bj^3:> mmm^(D^''^j}:i^>s^^m-r^z.t\z^r)m^mwT (^m) 

tS, GPC3 y/^^m-^^^^-r^t^^-^^cDmM. gpcs >/\-77K:;^>t— ^ 
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It. skm> mmm. M'^^m. mwmm. mm. mmm. stm. v>nm. 
10 :$^mm(D^^mmz^^n^o 

mzm^-^n^iK gpcs ^i^tmt^^nxmm-^n^iri gpc ttimt gpcs ^ 
15 f-o^m cxH I — y°^mm^x%^\^y-fy^. s^^cc^xtf i — y°^mmt^ ^ t-^m 

*:^0^(::^V^T^|±l-r^ GPC3 mzMM-^tlT. ^:RGPC3Tfe. ^(D 

^^L<^*NiSif)tTafe^ (WO04/22739)o X, ^/^^ymmt^^fj^M 
20 $n;^GPC3 ^>A°^KTt), GPCS nT^>A°i7MTt)<j:Vio 

mm.m.m\z^^n^ GFC3^>/^^m(D^iii:;^mumzm^-^nm^-^^. 
GPC3 in:#:^ffl vifc^^#e<j;5^^f::j; D^m-r^ ^ ttim^v\^\ ^m^m-^m 

Ayry±-(. ^^-f A/T^y-fe-r. ^^tm^. ^mitmm. ^x.7.^>:fu 

A-r Ay T^^/ir-f -efe d > mzttf^vv^(D\-mmm^^^mM^mmexizyme' 

linked immunosorbent assay : ELISA) (MPLit. sandwich ELISA) X$>^o 

EusAf3i^(D±mhr:i^m^m:^m\tmm^\z^jkm(D:^m\z<kr)n^ ^ ti)tps 
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^mmzm^v. z. zl \zwmtf^^npi-. ^ y^=L^— v ^n^^^ gpcs 

t. GPC3 ^ >n^m.m^^~^mz.mz.m¥VC. m gpcs irL^^^LT^jtf*: 

gpcs ^ >nirm.^m\h't^ ^^\z^ri, W^UM^cD GPCa ^ > 

GPC3 irL#:<h^it#:<?::©M#J^^ 'fb^M-er^#;aS^7'ci:®:«;^cj:<i:©jl^fflVi 

15 Z-t-ifi-T^^^o 

tri GPCS iiT:#:<h GPCS iS^^A-^HiOM^tt. S^. M«?^4>l?ff:bn§o 

20 24B#rHlCD'f >^a.^— 5/3 >:^^^fffcn§o -r>4^^^— GPC3 
'IVeen20 #©|?-S®tt^J Sr#tfM«m ^J&^^S^^ $ tl^ o 

25 VX\^. GPCS ^ >/N°i7K^^^fj:Vi|^'14n > h n— gpcs ^ >/n°^ 
«^#W'ttn>hD-;i/^i^/j:<H;&t^^o GPCSiS^>A°^7K*-^S 

> h D-;i/^)N-T#e.nfcM^> gpcs yni^wti^t^w&u > h 
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^ GPC3 ^ >/\° ^ K ^^mm izm.Hi't^^h'h oitiT $> § . 

mxit. ^mmzm^-^nrcm gpcs mmz^:mm^mm-^-^. ^wmz. 
in: GPC3 ifii^cDmmitm^m ^ nx v ^ § j; d ff -5 ii <h pJtgT ^ § o 
mmm\z^j:k^(Dmmmn^mv^^^tf}^pimx;^v. M^^mfs^mtvx^t. ^y-j 

:tr^V] — >^(32P, 14C. 1251, 3H. 1311 fcC-H), yjV:tU±-<>. U—^S.>. 

xyr^-^f3ia(Dmm^m^-^^rcr\f>^>^-^^\zmM'r^^t-fym^v\^^o 
mm^mttfi GFG3 mi^t(Dm^iz}t. ^')v^)vrjv^}:i}^m. -^w^h?*, 

-So 

GPC3tji#:^^^#:^c:@^t-§o ^U-h^m^^. ^>/\°i^7K©##S65fj:i|g 
trLGPC3jrL#:^JP;^§o iS^^'cK-r >^a.^-$/3 :7V-h^l5fe^L. 

-fu- h {c^o wta GPCS mi^^^m-r^o ^m\t^mm\z^j>^(D:^m\z 

v'a >^ RIA ^t:: J: D^mr'& z. ii^^X^^o mmiz^^n^(Dm^\z\tMn 
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^>m) i^r>=E:=-^J^m. (ABTS) . l,2-:7x-l/>>'T$> (:t)WJ-y x.:=^ 
U>-Jr^» . 3,S\5,5'-^h'7^=^)V^>z^P> (TME) ti.E^m^f^^L 

ft, y'u—h^'^^h. r\fi^>izm^vx\^^^mm\zM}t^vrc:mM^ia^. » 

15 MO^mWMb/'cR^^Ji^tC GPC3 1^ ^n^'M^^mT^o 

2^i^0j© GPC3 ^ >/'^i^M^m:^^<Dm(Dmmh vx. gpcs >/^^n^ 
mmmizmm-r^—'A^i^. :^zsm—'A^^^wmmzmmr^~:kifi^^m 

M^«\ ^^#:^Cia^$nfc:^GPC3trL#:i;iimi^S^^M$it^ >4^^ 
20 ^->^a>b;fem. ^#L> i^#ft{C|g'&bTVi^ GPC3^>A°^'M^, — 

*#:e<jf::tt, irLGPC3tM:#:^#t^^?^^yw-h75;^(Z)^^#:t::in^> 
izia^^o -r>^^^— ^^tL-. — :;^tn:GPC3irL#;^iP^^o m&t^ 
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bfeS#:&fflV^TGPC3 ^^lUT^^^-^^X^^o ifL#:^^f^-r§ffi#:ibT 

15 ^x^^y^mmMi^nm vruu :t-^yi)—^m^^rzzijm'^mf^ z. t.ifix^^o 
^m^^x^ey^^mMmm u^am •^•^y-^-u^ yn^n—^yni^m^ 
<Dm's.^m^nM<D^ yni^n^m^^xtf^-omMt^ ^tf3:<. mm^^x^ey 

BIAcore (Pharmacia M) ^CD/t-T :t^y-^—^m l^^^^hlZ^D GPC3 3^ > 
20 7^^K^:ifLGPC3iii#^®IS'&^^m-r^:i^:^>^^pTfgT25^o 

GPC3trL#:^ia^'ft:b^-k>it-^y:/{;i^ Ife^g^^&^M^ii:. irtGPCatn: 

#:{cM'&r ^ GPC3 ^ y/'^^m^^^y^^JvoDmht bx^ttit- ^ ii <h;^>^"T? 
25 m\zi^M(Dumz-:D\,^x^^^n-oz.thnmx^^o 

^%>^GPC3trL#^^tfo »if^^;^«^>y h^^Eu.sAmzm':^<m^}t. 

ifm^mmit-t^mt^'^Ajx^^x%^<. i^m^m^t^ci^umz^-^vxi^^ 
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m^itifimmmi^rcm<^^^/uX'^^xh^^\ ^rz. m^y h\t. m'M.. 

tf3i^mmx^^B:^^f^mm2 oos-sisis 7^(Dmm*^<i:z^mm\z 
mm.(Dmmt±x:$immm(D—m^ hx^:i ^zmm-r^o 

10 mmm 

^T. mmmiz^r):$:^m^'^Bizmi^mizmmT^o au. :$immuz.n^ 
mmmmiz^(D^mmmmtmm-^ti^ fe®T«7S:Vio 

mmm i ] mmmumz^n^f^^mMih^mmz^^ gpcs o^m 

^^ ^JKWfW^^^. i7D->:MllFl. ^7^X:IgG2b) Olpl/mL?^^ 
1 i^tit^i: bT, BiotinylatedAnti— Mouse IgG(H+L) (Vector Laboratories 
Inc., BA-2000)^ 2 ^^tn:#:i LT^Mb^to /cJ:*3. ^•fe^::^^ Vectaatain ABC-AP 
20 kit (Vector Laboratories Inc., AK-5000)^ ct XS Red Alkaline Phosphatase 
Substrate Kit I (Vector Laboratories Inc., SK"5100)^^ffi bfeo 

^/fc. |Wim^i#-&T. CD3l:feJ;a?vimentin{::Mt-^^^^^^^MIii#§ 

't^x\zr:>\yxw^\^. m^(D'm.^^mznn(DU^^z.t.-^-mm\^fz.. -^^bxzn 

yk^(Dm^WJ^MW&.\Z-D\^X\X. m^mWi{^ (IgG2b isoptype control 
25 mouse monoclonal antibody) ^±IB 1 i^irL#:fc^;lfe^^^fe^l^ig^2^lClS 

^^^fe^^Mbfe 5 MomwMi^ffi5©«fflfl^jti/^-rnfei^tr^bfeo 5 m 
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5 at^-fym^-t^o 
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1 . m.^^ u t: > 3 iK^^^mmmmmmmmmL 

5 «M^Jo 

3. mmmmmm-^mi^^i^^mmim (adco 

4 . m.^ ^j\ftj>3 mmmmmm'^mMf)^'^^ b ;^cirL#:Ta5 ^it s^ji i mm. 
mmmmmmmmmm. 

10 5 . irim^"^/ ^ u—^)]ym^'v$>^mM'm i ~ 4 ©vi-rn;^>^ i mizw.w.(Dm. 
wmmmmmmmMo 

6 . mm^ii hih^Tciit^^ ^if^nrc%(Di:^:s>m^m i ~4 ©v^^nj^^^ i 

20 -^t^^ii-^w^ii^^m^m 1 0 tBm®j§B^;)g#if^>y ho 
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